•7 




HE UNITED STATES PATENT AND TRADEMARK OFF 



ation of Keith ) 
er: 07/542,149 ) 
June 22, 1990 ) 



Art Unit: 1814 
Examiner: C. Low 




For: PERTUSSIS TOXIN GENE: CLONING AND EXPRESSION 



DECLARATION UNDER 37 CFR 1.131 

Commissioner of Patents 

and Trademarks 
Washington, D.C. 20231 

Sir: 

I, Jerry M. Keith am named as the inventor in the above 
indicated patent application, and I state as follows: 

1. That prior to July 1, 1988, a cloned gene coding for the 
expression of a mutant Bordetella pertussis toxin polypeptide 
fragment having substantially reduced enzymatic activity associated 
with pertussis toxin reactogenicity and retaining an epitope 
reactive with monoclonal antibody 1B7 was conceived and reduced to 
practice. This cloned gene and its expression product have the 
laboratory designation mutant 4-1. Mutant 4-1 possesses and 
exhibits the characteristics disclosed in Patent applications 
07/311,612 and its continuation 07/542,149. 

2. Exhibit pages 1-6 include laboratory notebook pages which 
demonstrate the reactivity of mutant 4-1 to monoclonal antibody 
1B7. The data from these pages resulted in Figure 6B in Patent 
applications 07/311,612 and its continuation 07/542,149, and Figure 
IB in Burnette et al. Science 242 :72-74 (October 1988). 
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3. Exhibit pages 7-15 include laboratory notebook pages which 
demonstrate ADP-ribosyltransf erase assays involving various 
pertussis toxin mutants, including a demonstration of substantially 
reduced enzyme activity associated with mutant 4-1. The data from 
these pages resulted in Figure 2A described in Burnette et al. 
Science 242:72-74 (October 1988), and the corresponding panel in 
Figure 6 of Patent applications 07/311,612 and its continuation 
07/542,149. 

4. Exhibit pages 16-25 include laboratory notebook pages 
which demonstrate NAD-glycohydrolase assays involving various 
pertussis toxin mutants, including a demonstration of substantially 
reduced enzyme activity associated with mutant 4-1. The data from 
these pages resulted in Figure 2B described in Burnette et al. 
Science 242:72-74 (October 1988), and the corresponding panel in 
Figure 6 of Patent applications 07/311,612 and its continuation 
07/542,149. 

5. The actual dates on laboratory notebook pages described in 
sections 2-4 above have been blocked out. I state that each 
laboratory notebook page in sections 2-4 above was dated prior to 
July 1, 1988. 

6. The work corresponding to sections 1-5 above was carried 
out in the United States, and under my direction. 

I further declare that all statements made herein of my own 
knowledge are true and that all statements made on information and 
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belief are believed to be true; and further that these statements 



were made with the knowledge that willful false statements and the 
like so made are punishable by fine or imprisonment, or both, under 
Section 1001 of Title 18 of the United States Code, and that such 
willful false statements may jeopardize the validity of the 
application or any patent issuing thereon. 





Jerry M. Keith 
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